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t 



GATCCCGCTGGGCAGGCGGGGCAGCTCCGGCGCTCCTCGGAGACCACTGCGCTCCACGTT 
I + + + +. + + 60 

CTAGGGCGACCCGTCCGCCCCGTCGAGGCCGCGAGGAGCCTCTGGTGACGCGAGGTGCAA 

GAGGTGGGCGTGGGGGGCGGACAGGAATTGAAGCGGAAGTCTGGGAAGCTTTAGGGTCGC 

61 + +----- + + + + 120 

CTCCACCCGCACCCCCCGCCTGTCCTTAACTTCGCCTTCAGACCCTTCGAAATCCCAGCG 



< 4.P53-BE > 

(intron) 

TGGAGGGGGACCCCGGTTGGAGAGAGGAGCGGAACTCCTOQACAAGCCCTQAOUUSCCAA 

121 + + + + + + 180 

ACCTCCCCCTGGGGCCAACCTCTCTCCTCGCCTTGAGGACCTGTTCGGGACTGTTCGGTT 

GCCAAAGGTCCGCTCCGGCGCGGGTGGGtGAGTGCGCGCCGCCCCGCGGGGGCGGGGAGA 
191 + + + + + + 240 

CGGTTTCCAGGCGAGGCCGCGCCCACCCACTCACGCGCGGCGGGGCGCCCCCGCCCCTCT 

GAGCCTACAGCCTTCAGAACACATATTGCTCATTTTCTGGCAGTTCTCAGACGTAGGAAA 

241 + + + + + + 300 

CTCGGATGTCGGAAGTCTTGTGTATAACGAGTAAAAGACCGTCAAGAGTCTGCATCCTTT 

TAAGTCAGCACCGAAGCAGTGGTTAAGCCGGAGGGCTCGGAAGAACGGCACCTTTTCTTT 

301 + + + + + + 360 

ATTCAGTCGTGGGTTCGTCACCAATTCGGCCTCCCGAGCCTTCTTGCCGTGGAAAAGAAA 

CTCGAAAAAGTTATATGGGGGCTGAATGAGCTTCTGGAGGCTTGTTTACCGTTTTTTATT 

361 + - + + + + + 420 

GAGCTTTTTCAATATACCCCCGACTTACTCGAAGACCTCCGAACAAATGGCAAAAAATAA 

GTCACACAGAAAAGGAAACTGCCTTGTCTCCCTTCCGGGAATTCTCTCTTTAAGACTGTA 

421 + + + + + + 490 

CAGTGTGTCTTTTCCTTTGACGGAACAGAGGG7^AGGCCCTTAAGAGAGAAATTCTGACAT 

AGTCGCTGCCTGAGTGGTTTCATTTTGTTTTGTTTTTCTGCCCTTCTCTTTCTTCTTTTG 

481 + + + — + + + 540 

TC7VGCGACGGACTCACCAAAGTAAAACAAAACAAAAAGACGGGAAGAGAAAGAAGAAAAC 

CCCTTTCTTAGCTTGCACTCCCATGGTGATTTCTGCTTGGTCTCCTGCTGGGGTTGGTGG 

541 + + + + + + 600 

GGGAAAGAATCGAACGTGAGGGTACCACTAAAGACGAACCAGAGGACGACCCCAACCACC 

TACTCGTTCCCACCGCACAGAACCCGGCGCCTATTATTGGCCAAGAAACTTGAGCAGCCT 

601 + + + + + + 660 

ATGAGCAAGGGTGGCGTGTCTTGGGCCGCGGATAATAACCGGTTCTTTGAACTCGTCGGA 



GTTTTGAAAAGTCCCTCGCTCAGAAATGCCAGCTTGCAGATGGCTAATCAAAGAGACGTG 

661 + — -+ + + + + 720 

CAAAACTTTTCAGGGAGCGAGTCTTTACGGTCGAACGTCTACCGATTAGTTTCTCTGCAC 
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Fig. 8 

2 nd half of the 

2.p53-BE 

(promoter) 

AK3CTTTTTTGGCTACAT TTTTTTATTTGTAAAG 



TCGAAAAAACCGAT G T AAAAAAAT AAACAT T T C 

TAAGTTTAATAATCACTCATCTCACTGGGCTATAATGATAAGTATTAAGTAAGGAAGATC 

4 81 + + + + + • + 540 

AT TCAAATTATTAGTGAGTAGAGTGACCCGATAT T ACTATTCATAAT TCAT TCCTTCTAG 

CACATATGTGAGTTGCTGGCTTATAATTCACACTCAAGAGATACTGATTTTGTCAATTGT 

5 41 + + + + + : + 600 

GTGTATACACTCAACGACCGAATATTAAGTGTGAGTTCTCTATGACTAAAACAGTTAACA 

CCTTTCCCCTTTTTTTCTCTCTTCCCTCCTTCCATTCCTTCTTCCCTTACCTCTCCTTTC 

601 + + + + + + 660 

GGAAAGGGGAAAAAAAGAGAGAAGGGAGGAAGGTAAGGAAGAAGGGAATGGAGAGGAAAG 

CTTCCCTCACACCCCTTTTCCTTCCTTCTTTTTACATTTTTTTATTTAAATGAACTTTTC 

661 + + + + + + 720 

GAAGGGAGTGTGGGGAAAAGGAAGGAAGAAAAATGTAAAAAAATAAATTTACTTGAAAAG 

ATTTTGGAATAGTTTTAGGATTTCAAAZ^AATTTGCAGAGATAATACAGAGAATGCCCATA 

721 + + + + + + 780 

TAAAACCTTATCAAAATCCTAAAGTTTTTTAAACGTCTCTATTATGTCTCTTACGGGTAT 

TACCATCCTCCTTATCCCACTTCTTTTTGTGTCTATTAGATGCTCAGAGTGTGTGCACAA 

781 + + + + +- + 840 

AT GGTAGGAGGAATAGGGTGAAGAAAAACACAGATAATCTAC GAGTCTCACACACGTGTT 

GGCTGGCACGCCCAGGGTCTTCCTCATGGCACTAACAGTCTACTGAAAGGTGGAACAGAG 

841 + ;«+ + + + + 900 

CCGACCGTGCGGGTCCO^AAGGAGTACCGTGATTGTCAGATGACTTTCCACCTTGTCTC 

ACAAGCCTATCAACACC T ACAAGACT GGT GG T AAGT GCAG T GACAGAT GCAAAACACAGG 

901 — + + + + + + 960 

TGTTCGGATAGTTGTGGATGTTCTGACCACCATTCACGTCACTGTCTACGTTTTGTGTCC 

GTGATGGAAAGCCCTCAGGAGGGTAACCTAACCTAGATTTGAGGGCCCAAACAGGCTCCA 

991 + — -+ + + + + 1020 

CACTACCTTTCGGGAGTCCTCCCATTGGATTGGATCTAAACTCCCGGGTTTGTCCGAGGT 

GAAGAAAATGTCAACTGAGAGGAAGCCTGAAGGATGAACAGTGGGCTA 

1021 + + + + + + 1080 

CTTCTTTTACAGTTGACTCTCCTTCGGACTTCCTACTTGTCACCCGATTCGTTTCCCAAT 
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TTAATGTGTTATTAATGGGTTGAATCTAATTGGGAAGGGAGAGAGGTTGCAGAGTGAGGT 

10 ei + — ' + + + + + 1140 

AATTACACAATAATTACCCAACTTAGATTAACCCTTCCCTCTCTCCAACGTCTCACTCCA 

GCAGAGCTTGGTGGACGATGCCAAAGGAATACTGAAACCTTTAGTGTGTCCAGTCTGGAA 
1141 + — — „+ + + + + 120Q 

CGTCTCGAACCACCTGCTACGGTTTCCTTATGACTTTGGAAATCACACAGGTCAGACCTT 



CTGCATCCAAATTCAGGTTCAGTAATGATGTCATTATCCAAACATACCTTCTGTAAAATT 
+ + + + 

GACGTAGGT TTAAGTCCAAGT CATTACTACAGTAAT AGGTT TGTATGGAAGACATTTTAA 



<- 3.p53-BE — ^ 

(promoter) 

CATGCTAAACTACCTAAGAGCTATCTACCGTTCCAAAGCAATAG t gact t tgaacagtg t 

+ + + + _ + + 1320 

GTACGATTTGATGGArTCTCGATAGATGGCAAGGTTTCGTTATC^T 



T CACCAGAGCAC GAAAGAAT TACAAGATTT TT T TTTAAAGAAAAT T GGC CAGGAAATAAT 

0 1321 + + + + + + 1380 

~n AGTGGTCTCGTGCTTTCTTAATGTTCTAAAAAAAAATTTCTTTTAACCGGTCCTTTATTA 

j7i GAGTAACGAAGGACAGGAAGTAATTGTGAATGT T TAATAT AGCTGGGGCTATGCGAT TIG 

1 1381 + + + + + + 1440 

U | CTCATTGCTTCCTGTCCTTCATTAACACTTACAAATTATATCGACCCCGATACGCTAAAC 

!^ GCTTAAGTTGTTAGCTTTGTTTTCCTCTTGAGAAATAAAAACTAAGGGGCCCTCCCTTTT 

f™ 1441 + + + + + + 150 0 

^ CGAATTCAACAATCGAAACAAAAGGAGAACTCTTTATTTTTGATTCCCCGGGAGGGAAAA 

s p _ CAGAGCCCTATGGCGCAACATCTGTACTTTTTCATATGGTTAACTGTCCATTCCAGGAAC 

U 1501 + + + + + + 1560 

Py GTCTCGGGATACCGCGTTGTAGACATGAAAAAGTATACCAATTGACAGGTAAGGTCCTTG 

51 GTCTGTGAGCCTCTCATGTTGCAGCCACAACATGGACAGCCCAGTCAAATGCCCCGCAAG 

1561 • ~+ + + + + + 1620 

CAGACACTCGGAGAGTACAACGTCGGTGTTGtACCTGTCGGGTCAGTTTACGGGGCGTTC 

TCTTTCTCTGAGTGACTCCAGCAATTAGCCAAGGCTCCTGTACCCAGGCAGGACCTCTGC 
1621 +— + + + + + 16 80 

AG7VAAGAGACTCACTGAGGTCGTTAATCGGTTCCGAGGACATGGGTCCGTCCTGGAGACG 

GCTCTGAGCTCCATTCTCCTTCAAGACCTCCCCAACTTCCCAGGTTGAACTACAGCAGAA 
1681 + + + ■ + + + 1740 

CGAGACTCGAGGTAAGAGGAAGTTCTGGAGGGGTTGAAGGGTCCAACTTGATGTCGTCTT 

GCCTTTAGAAAGGGCAGGAGGCCGGCTCTCGAGGTCCTCACCTGAAGTGAGCATGCCAGC 
1741 + + + + + + 180 o 

CGGAAATCTTTCCCGTCCTCCGGCCGAGAGCTCCAGGAGTGGACTTCACTCGTACGGTCG 

CACtGCAGGAACGCCCCGGGACAGGAATGCCCATTTGTGCAACGAACCCTGACTCCTTCC 
1801 + + + + + + 1860 

GTGACGTCCTTGCGGGGCCCTGTCCTTACGGGTAAACACGTTGCTTGGGACTGAGGAAGG 

TCACCCTGACTTCTCCCCCTCCCTACCCGCGCGCAGGCCAAGTTGCTGAATCAATGGAGC 
1861 + + + + + + 192 o 



AGTGGGACTGAAGAGGGGGAGGGATGGGCGCGCGTCCGGTTCAACGACTTAGTTACCTCG 
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CCTCCCCAACCCGGGCGTTCCCCAGCGAGGCTTCCTTCCCATCCTCCT6ACCACCGGGGC 
1921 + + + + + + 1980 

GGAGGGGTTGGGCCCGCAAGGGGTCGCTCCGAAGGAAGGGTAGGAGGACTGGTGGCCCCG 

TTTTCGTGAGCTCGTCTCTGATCTCGCGCAAGAGTGACACACAGGTGTTCAAAGACGCTT 
1981 + + + + + + 2040 

aaaagcactcgagcagagactagagcgcgttcto^ 

ctggggagtgagggaagcggtttacgagtgacttggctggagcctcaggggcgggcactg 

2041 + + — + + + + 2100 

GACCCCTCACTCCCTTCGCCAAATGCTCACTGAACCGACCTCGGAGTCCCCGCCCGTGAC 

GCACGGAACACACCCTGAGGCCAGCCCTGGCTGCCCAGGCGGAGCTGCCTCTTCTCCCGC 
2101 + + --^ + + + + 2160 

CGTGCCTTGTGTGGGACTCCGGTCGGGACCGACGGGTCCGCCTCGACGGAGAAGAGGGCG 

GGACATGTACAGAGCTCGAGAAGTACTAGTGGCCACGTGGGCCGTGCACCTTAAGCTTTA 
2161 +« + +- + + 2220 

CCTGTACATGTCTCGAGCTCTTCATGATCACCGGTGCACCCGGCACGTGGAATTCGAAAT 



« 4.p53-BE- 

(intron) 

GGGTCGCTGGAGGGGGACCCCGGTTGGAGAGAGGAGCGGAACTCCTGGACAAGCCCTGAC 

2221 + * + + + + 2280 

CCCAGCGACCTCCCCCTGGGGCCAACCTCTCTCCTCGCCTTGAGGACCTGTTCGGGACTG 



^ 

AAGCCAAGCCAAAGGTCCGCTCCGGCGCGGGTGGGTGAGTGCGCGCCGCCCCGCGGGGGC 



2281 + + + + + + 2340 

TTCGGTTCGGTTTCCAGGCGAGGCCGCGCCCACCCACTCACGCGCGGCGGGGCGCCCCCG 

GGGGAGAGAGCCTGCAGCC T T CAGAACAGATAT T GCTCATT T T C T GGCAG T TC TCAGACG 

2341 + + + + + + 2400 

CCCCTCTCTCGGACGTCGGAAGTCTTGTCTATAACGAGTAAAAGACCGTCAAGAGTCTGC 

TAGGAAATAAGTCAGCACCGAAGCAGTGGTTAAGCCGGAGGGCTCGGAAGAACGGCACCT 

2401 + + + + + + 2460 

ATCCTTTATTCAGTCGTGGCTTCGTCACCAATTCGGCCTCCCGAGCCTTCTTGCCGTGGA 

TTTCTTTCTCGAAAAAGTTATATGGGGGCTGAATGAGCTTCTGGAGGCTTGTTTACCGTT 

2461 + + + + + + 2520 

AAAGAAAGAGCTTTTTCAATATACCCCCGACTTACTCGAAGACCTCCGAACAAATGGCAA 

TTTTATTGTCACACAGAAAAGGAAACTGCCTTGTCTCCCTTCCGGGAATTCTCTCTTTAA 

2521 + + + + + + 2580 

AAAATAACAGTGTGTCTTTTCCTTTGACGGAACAGAGGGAAGGCCCTTAAGAGAGAAATT 

GACTGTAAGTCGCTGCCTGAGTGGTTTCATTTTGTTTTGTTTTTCTGCCCTTCTCTTTCT 

2581 — + + + + + + 2640 

C TGACAT TCAGCGACGGACTCACGAAAGTAAAACAAAACAAAAAGAC GGGAAGAGAAAGA 

TCTTTTGCCCTTTCTTAGCTTGCACTCCCATGGTGATTTCTGCTTGGTCTCCTGCTGGGG 

2641 + + + + + + 2700 

AGAAAACGGGAAAGAAT CGAAC GTGAGGGTACCACTAAAGACGAACCAGAGGACGACCCC 



^ 11/26 A 

Vvig. 8 (cont'd III) ^ 

TTGGTGGTACTCGTTCCCACCGCACAGAACCCGGGGCCTATTATTGGCCAAGAAACTTGA 
2701 + + + + + + 2760 

AAGCACCATGAGCAAGGGTGGCGTGTCTTGGGCCGCGGATAATAACCGGTTCTTTGAACT 

GCAGCCTGTTTTGAAAAGTCCCTCGCTCAGAAATCKICAGCTTGCAGATGGCTAATCAAAG 

2761 + + + + + + 2820 

CGTCGGACAAAACTTTTCAGGGAGCGAGTCTTTACGGTCGAACGTCTACCGATTAGTTTC 

AGACGTG 

2821 2827 

TCTGCAC 
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< I.p53-HE — 

TGAGGACTCTCAGGAATATGCTGGTAAA^ 

l + + + + + + 60 

ACTCCTGAGAGTCCTTATACGACCATTTTATTTTTATTG<iAAATCTCTACGGGTTTGACA. 

— > 

TTTCCCCAGAACACCAGCAT T CATTAGGT GT T CAT T CAATAGAT TC TT CAAAGGAT T C CA 

6 1 + + + + + + 120 

- AAAGGGGTCTTGTGGTCGTAAGTAATCCACAAGTAAGTTATCTAAGAAGTTtCCTAAGGT - - 

AAGGCAAAGAAGTTTGGGGAACAGTATATATAATTACCCAACCCTTTC^CATTAGCATAC 

121 + + "~+ + + + 180 

TTCCGTTTCTTCAAACCCCTTGTCATATATATTAATGGGTTGGGAAACTGTAATCGTATG 

TAAGGGCCCTGAGAAGTTTTGGATTAAGAAAGTTTTCAAAT TAAAGTAACCCAGAATT T T 

181 + + + ♦ + + 240 

ATTCCCGGGACTCTTCAAAACCTAATTCTTTCAAAAGTTTAATTTCATTGGGTCTTAAAA 

CTAAGATTATTTGACCATGAAACATATGTCTCCCCACAAAGCACATATTCCTATCTCCTT 

241 + + + + * + 300 

GAT TCTAATAAACTGGTACT T TGT AT ACAGAGGGGT GT T TCGTGTAT AAGGAT AGAGGAA 



GAAC T T GAGGAT AAT T AGACGT AC G T GGGTAGAGGG T AGGGGAAGGGGGTAT GG CATAGA 

„ + . + + + + + 

CTTGAACTCCTATTAATCTGCATGCACCCATCTCCCATCCCCTTCCCCCATACCGTATCT 



AAGAGCAGGACCTTGGGAGCAAGAAT ATCTAAGTTTAATT CC TGAC TCTGCTATTTATTA 

36 1 + + + + — + + 420 

TTCTCGTCCTGGAACCCTCGTTCTTATAGATTCAAATTAAGGACTGAGACGATAAATAAT 

< 2,*>53-BE > 

ACTAACCATCTTTGCCAATGTTGCTTAAGCTTTTTTGGCTACAT T TTT TTATT TGTAAAG 

421 + + + -+ + + 460 

TGATTGGTAGAAACGGTTACAACGAATTCGAAAAAACCGATGTAAAAAAAT 

T AAG T T T AAT AAT CAC T CAT C T CACT GGGCTAT AAT GATAAGT AT T AAG T AAGGAAGAT C 

481 + + +— + + + 540 

ATTCAAAT TATTAGTGAGTAGAGTGACCCGAT AT TAC TATT CAT AAT TCATTCC TTCTAG 

CACATATGTGAGTTGCTGGCTTATAATTCACACTCAAGAGATACTGATTTTGTCAATTGT 

5 41 + + + + + + 600 

GT GTAT ACACTCAACGACCGAAT ATTAAGTGTGAGT TC TCTAT GACTAAAACAGT TAACA 



CCTTTCCCCTTTTTTTCTCTCTTCCCTCCTTCCATTCCTTCTTCCCTTACCTCTCCTTTC 

+— — ---+ + + + 

GGAAAGGGGAAAAAAAGAGAGAAGGGAGGAAGGTAAGGAAGAAGGGAAT GGAGAGGAAAG 
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CTTCCCTCACACCCCTTTTCCTTCCTTCTTTTTACATTTTTTTATTTAAATGAACTTTTC 

661 + + + + + + 720 

GAAGGGAGTGTGGGGAAAAGGAAGGAAGAAAAATGTA?VAAAAATAAATTTACTTGAAAAG 

ATTTTGGAATAGTTTTAGGATTTCAAAAAATTTGCAGAGATAATACAGAGAATGCCCATA 

721 + + + + + + 780 

TAAAACCTTATCAAAATCCTAAAGTTTTTTAAACGTCTCTATTATGTCTCTTACGGGTAT 

TACCATCCTCCTTATCCCACTTCTTTTTGTGTCTATTAGATGCTCAGAGTGTGTGCACAA 

781 + + + + + + 840 

ATGGTAGGAGGAATAGGGTGAAGAAAAACACAGATAATCTACGAGTCTCACACACGTGTT 

GGCTGGCACGCCCAGGGTCTTCCTCATGGCACTAACAGTCTACTGAAAGGTGGAACAGAG 

841 + + + + + + 900 

CCGACCGTGCGGGTCCCAGAAGGAGTACCGTGAT TGTCAGATGACT TTCCACCT TGTCTC 

- - ACAAGGGTATCAACACCTACAAGAGTGGTGGTAAGTGCAGTGACAGATGCAAAACA 

901 +- -+ + + + + 960 

TGTTCGGATAGTTGTGGATGTTCTGACCACCATTCACGTCACTGTCTACGTTTTGTGTCC 

GTGATGGJUUVGCCCTCAGGAGGGTAACCTAACCTAGATTTGAGGGCCCAAACAGGCTCCA 

991 + + + + + + 1020 

CACTACCTTTCGGGAGTCCTCCCATTGGATTGGATCTAAACTCCCGGGTTTGTCCGAGGT 

GAAGAAAATGTCAACTGAGAGGAAGCCTGAAGGATGAACAGTGGGCTAAGCAAAGGGTTA 

1021 + + + + + + 1080 

CTTCTTTTACAGTTGACTCTCCTTCGGACTTCCTACTTGTCACCCGATTCGTTTCCCAAT 

TTAATGTGTTATTAATGGGTTGAATCTAATTGGGAAGGGAGAGAGGTTGC7^GAGTGAGGT 

1081 + + + + + + 1140 

AATTACACAATAATTACCCAACTTAGATTAACCCTTCCCTCTCTCCAACGTCTCACTCCA 

GCAGAGCTTGGTGGACGATGCCAAAGGAATACTGAAACCTTTAGTGTGTCCAGTCTGGAA 

1141 + ---+ + + + + 1200 

CGTCTCGAACCACCTGCTACGGTTTCCTTATGACTTTGGAAATCACACAGGTCAGACCTT 

CTGCATCCAAATTCAGGTTCAGTAATGATGTCATTATCCAAACATACCTTCTGTAAAATT 

1201 +— + + + + + 1260 

GACGTAGGTTTAAGTCCAAGTCATTACTACAGTAATAGGTTTGTATGGAAGACATTTTAA 

< 3.p53-B£ ™ -> 

CATGCTAAACXACCTAAGAGCTATCTACCGTTCCAAAGCAATAGTGACTT 

1261 +- : + + + + + 1320 

GTACGATTTGATG6ATTCTCGATACATGGCAAGGTT TCGT TATCACT GAAAC T TGT CACA 

TCACCAGAGCACGAAAGAATTACAAGATTTTTTTTTAAAGAAAATTGGCCAGGAAATAAT 

1321 + + + + + + 1380 

AGTGGTCTCGTGCTTTCTTAATGTTCTAAAAAAAAATTTCTTTTAACCGGTCCTTTATTA 

GAGTAACGAAGGACAGGAAGTAATTGTGAATGTTTAATATAGCTGGGGCTATGCGATTTG 

1381 + + -+ + + + 1440 

CTCATTGCTTCCTGTCCTTCATTAACACTTACAAATTATATCGACCCCGATACGCTAAAC 

GCTTAAGTTGTTAGCTTTGTTTTCCTCTTGAGAAATAAAAACTAAGGGGCCCTCCCTTTT 

1441 + : + + + + + 1500 

CGAATTCAACAATCGAAACAAAAGGAGAACTCTTTATTTTTGATTCCCCGGGAGGGAAAA 

CAGAGCCCTATGGCGCAACATCTGTACTTTTTCATATGGTTAACTGTCCATTCCAGGAAC 

1501 + + +- + + + 1560 

GTCTCGGGATACCGCGTTGTAGACATGAAAAAGTATACCAATTGAGAGGTAAGGTCCTTG 



GTCTGTGAGCCTCTCATGTTGCAGCCACAACATGGACAGCCCAGTC^^TGCCCCGCAAG 

1561 + + + + + + 1620 

CAGACACTCGGAGAGTACAACGTCGGTGTTGTACCTGTCGGGTCAGTTTACGGGGCGTTC 

TCTTTCTCTGAGTGACTCCAGCAATTAGCCAAGGCTCCTGTACCCAGGCAGGACCTCTGC 

1621 + + + + + + 1680 

AGAAAGAGACTCACTGAGGTCGTTAATCGGTTCCGAGGACATGGGTCCGTCCTGGAGACG 

GCTCTGAGCTCCATTCTCCTTa^GACCTCCCCAACTTCCCAGGTTGAACTACAGCAGAA 

1661 + + + + * + + 1740 

CGAGACTCGAGGTAAGAGGAAGTTCTGGAGGGGTTGAAGGGTCCAACTTGATGTCGTCTT 

GCCTTTAGAAAGGGCAGGAGGCCGGCTCTCGAGGTCCTCACCTGAAGTGAGCATGCCAGC 

1741 + : — +- + + + 4- 1800 

CGGAAATCTTTCCCGTCCTCCGGCCGAGAGCTCCAGGAGTGGACTTCACTCGTACGGTCG 

- CACTGCAGGAACGCCCCGGGACAGGAATGCC - 

1801 +- + + + + + 1860 

GTGACGTCCTTGCGGGGCCCTGTCCTTACGGGTAAACACGTTGCTTGGGACTGAGGAAGG 

TCACCCTGACTTCTCCCCCTCCCTACCCGCGCGCAGGCCAAGTTGCTGAATCAATGGAGC 

1861 + + + + + + 1920 

AGTGGGACTGAAGAGGGGGAGGGATGGGCGCGCGTCCGGTTCAACGACTTAGTTACCTCG 

CCTCCCCAACCCGGGCGTTCCCCAGCGAGGCTTCCTTCCCATCCTCCTGACCACCGGGGC 

1921 + + + + + + 1980 

GGAGGGGTTGGGCCCGCAAGGGGTCGCTCCGAAGGAAGGGTAGGAGGACTGGTGGCCCCG 

TTTTCGTGAGCTCGTCTCTGATCTCGCGCAAGAGTGACACACAGGTGTTCAAAGACGCTT 

1981 + + + + + + 2040 

AAAAGCACTCGAGCAGAGACTAGAGCGCGTTCTCACTGTGTGTCCACAAGTTTCTGCGAA 

CTGGGGAGTGAGGGAAGCGGTTTACGAGTGACTTGGCTGGAGCCTCAGGGGCGGGCACTG 

2041 — + — + + — + + +■ 2100 

GACCCCTCACTCCCTTCGCCAAATGCTCACTGAACCGACCTCGGAGTCCCCGCCCGTG^ 

GCACGGAACACACCCTGAGGCCAGCCCTGGCTGCCCAGGCGGAGCTGCCTCTTCTCCCGC 

2101 + + + + + + 2160 

CGTGCCTTGTGTGGGACTCCGGTCGGGACCGACGGGTCCGCCTCGACGGAGAAGAGGGCG 

GGACATGTACAGAGCT CGAGAAGTACTAGTGGCCACGTGGGCCG TGCACCTTAAGCTTTA 

2161 + + + + + + 2220 

CCTGTACATGTCTCGAGCTCTTCATGATCACCGGTGCACCCGGCACGTGGAATTCGAAAT 

< 4.p53-BE 

(intron)' 

GGGTCGCTGGAGGGGGACCCCGGTTGGAGAGAGGAGCGGAACTCCTGGACAAGCCCTGAC 

2221 + + +- ; + + + 2280 

CCCAGCGACCTCCCCCTGGGGCCAACCTCTCTCCTCGCCTTGAGGACCTGTrCGGCSACTG 

> 

AAGCCAAGCCAAAGGTCCGCTCCGGCGCGGGTGGGTGAGTGCGCGCCGCCCCGCGGGGGC 

2281 +— + -+ + + + 2340 

TTCGGTTCGGTTTCCAGGCGAGGCCGCGCCCACCCACTCACGCGCGGCGGGGCGCCCCCG 



GGGGAGAGAGCCTGCAGCCTTCAGAACAGATATTGCTCATTTTCTGGCAGTTCTCAGACG 

2341 + + + + +— + 2400 

CCCCTCTCTCGGACGTCGGAAGTCTTGTCTATAACGAGTAAAAGACCGTCAAGAGTCTGC 
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^^ig. 9 (cont'd III) M 

TAGGAAATAAG^SHRcGAAGCAGTGGTTAAGCCGGAGGGCTCGG^R^CGGCACCT 

2401 - + + + + + 2460 

ATCCTTTATTCAGTCGTGGCTTCGTCACCAATTCGGCCTCCCGAGCCTTCTTGCCGTGGA 

TTTCTTTCTCGAAAAAGTTATATGGGGGCTGAATGAGCTTCTGGAGGCTTGTTTACCGTT 

2461 + — + + +---■ + + 2520 

AAAGAAAGAGCTTTTTCAATATACCCCCGACTTACTCGAAGACCTCCGAACAAATGGCAA 

TTTTATTGTCACACAGAAAAGGAAACTGCCTTGTCTCCCTTCCGGGAATTCTCTCTTTAA 

2521 + + + + + + 2580 

AAAATAACAGTGTGTCTTTTCCTTTGACGGAACAGAGGGAAGGCCCTTAAGAGAGAAATT 

GACTGTAAGTCGCTGCCTGAGTGGTTTCATTTTGTTTTGTTTTTCTGCCCTTCTCTTTCT 

2581 + + + + + + 2640 

CTGACATTCAGCGACGGACTCACCAAAGTAAAACAAAACAAAAAGACGGGAAGAGAA^GA 

TCTTTTGCCCTTTCTTAGCTTGCACTCCCATGGTGATTTCTGCTTGGTCTCCTGCTGGGG 

- 2 641 *--------+ — --+—_-«- — -+ — -+_—----— -+ _2700_ 

AGAAAACGGGAAAGAATCGAACGTGAGGGTACCACTAAAGACGAACCAGAGGACGACCCC 

TTGGTGGTACTCGTTCCO^CGCACAGAACCCGGCGCCTATTATTGGCCAAGAAACTTGA 

2701 + +- + + + • + 2760 

AACCACCATGAGCAAGGGTGGCGTGTCTTGGGCCGCGGATAATAACCGGTTCTTTGAACT 

GCAGCCTGTTTTGAAAAGTCCCTCGCTCAGAAATGCCAGCTTGCAGATGGCTAATCAAAG 

2761 +- + + + + + 2820 

CGTCGGACAAAACTTTTCAGGGAGCGAGTCTTTACGGTCGAACGTCTACCGATTAGTTTC 

AGACGTG 

2821 2827 

TCTGCAC 
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< I.p53-S£ 

(promoter) 



TGAGGACTCTCAGGRATATGCTt^TAM 6Q 
1 ACTCCTGAGT^TCCTTATACGAC^TTTTATTTTTAT 

— > 

TTTCCCCAGAACACCAGCATTCAMAGGTGTTCATTCAATAG ^ 

61 AAAGGGGT.CTTGTGGTCGT^GTAA 

j\2M3GCAAAGAAGTTTGGGGAACAGTATATATAAT^ iqq 

121 TTCCGTTTCTTCAAACCCCTTGTCAT 

TAAGGGCCCTGAGAAGTTTTGGATTAAGAAAGTTTTCAAATTAAAGTAA^ ^ 

1 8 1 ATTCCCGGGACTCTTCAAAACCTAATTCTT^ 

CTAAGATTATTTGACCATGAAACATATGTCTCCC^CA ^ 
241 GATTCTAATAAACTGGTACTTTGTM 

GftACTTGAGGATAATTAGACGTACGTGGGTAGAS^ ^ 
301 + ~ : cTGCATGCACCCATCTCCCATCCCCTTCCCCCATACCGTATCT 



CTTGAACTCCTATTAATC 
AAGAGCAGGACCTTGGGAGCAAGAATATCTAAGTTTAAT^ ^ 

3 61 TCTCGTCCTGGAACCCT^ 

< 2.p53-BB > 

(promoter) 

ACTAACCATCTTTGCCAAT<^TGCTOHAGCTTTTTTGG^ aqq 

4 " XGATTGGTAGAAACGGTTOCAACflRA'CT 

TAAGTTTAATAATCACTCATCTCACTGGGCTATAATGATAAGTM 

481 MTCAAA^TATTAGTGA^TAGAGTGAC 

CACATATGTGAGTTGCTGGCTTATAATTCACACTCAAGAG^ ^ 

54 1 GTGTATACACTOACGACCGAATATTAAGT^ 

CCTTTCCCCTTTTTTTCTCTCTTCCCTCCTTCCATTCCTTCTTCCCTTACCTCTCCT^ ^ 

601 TCAAMGGGAAAAAA^ 

CTTCCCTCACACCCCTTTTCCTTCCTTCTTTTTACATTTTTTTATTTAAATGAACTTTTC 

ggl + J. — -— — — + — — — + — ~ - + — — — - 

GAAGGGAGTGTGGGGAAAAGGAAGGAAGAAAAATGTARAAAAATAAATTTACTTGAAAAG 
AT T T T G GAAT AG T T T TAG GAT T T CAAAAAAT T T GCAGAGAT AAT ACAGAGAAT GC CCAT A ^ 
121 TAAAACCTTATCA^ 



W Fig. 10 (cont'd I) ^ 

TACCATCCTCCTTATCCCACTTCTTTTTGTGTCTATTA^TGCTCAGMTGTGTG^C^^ ^ ^ 

GIXTGGCACGCCCAGGGTC^ ^ 

841 CCGACCGTGCGGGTCCCAGAAGGAGTACC^ 

ACAAGCCTATCAACACCTACAAG^^ 96Q 

901 ^TCGGATAGTTGT^GTTCTGAC^S^ 

GTGATGGAAAGCCCTCAGGAGGGTAACCTAACCTAGATTTGAGG^CCCAACM ^ 

9 " CACTACCTTTCGGGAGTCCTCC^TTGGATT^ 



^VGAAAATGTCAACTO*^^ 1080 

1021 7S C ™^^ ' 

TAATGTGTTATTAAT.GGGTTGAATCTAATTGGGAAGGGAGAGAGGTTC ^ 

1081 

CAGAGCTTGGTGGACGATGCCAAAGGAATACTGAAACCTTW 
1141 + ~" "ir_tZ„ mm Z^n,*t«>rTTTr^aAaTCACACAGGTCAGACCTTG 



GTCTCGAACCACCTGCTACGGTTTCCTTATGACTTTGGAAATCACACAGGTCAGACCTTG 
TGCATCCAAATTCAGGTTCAGTAATGATGTCATTATCCAAACAT^ i26o 

1201 

< 3.p53-BB > 

(promoter). 

3\TGCTAAACIACCTAW3fcGCTATCTACCGTTCCAAAGCAATACT ^ 

1261 TACGAWTGATGGATTCTCGATAGATG 

CACCAGAGCACGAAAGAATTACAAGATTTTTTTTTAAAGAAAAT^ i38o 

1321 ^^i^z^^ 

AGTAACGAAGGACAGGAAGTAATTGTGAATGTTTAATATATCTG^GGCTATGCGA ^ 

1381 tcattgcttcCtgtccttcattaacacttac 

CTTAAGTTGTTAGCTTTGTTTTCCTCTTGAGAAATAAAAACT ^ 

1441 ^t^a^tcgaaa^a^ 

rcatatggttaactgtccattccagaaacg 

ft(iAl-»UL l UVJ^viw -* ' 

1501 J " 



AG A<^CTTATGGCGC^CATCTGTACTTTTT(^ i ~w«. ; ™ :l - :r _--__ + 156Q 

TCTCGGAATACCGCGTTGTAGACATGAAAA^ 
TCTGT<^GCCTCTCATGTTGCAG^ ! 620 

1561 SSSSSSi^SS^^ 

CTTTCTCTGAGTGACTCCAGCAATTAGCCAAGGCTCCTGT^ l6SQ 
1621 GAAAGAGACTCACTGAGGTCGTTAATC^TT^ 

CTCTGAGCTCCATTCTCCTTCAA(3ACCTCCCC^CTT^ 40 
1 68 1 + ~~~ZZZt — --^ggaGGGGTTGAAGGGTCCAACTTGATGTCGTCTTC 



GAGACTCGAGGTAAGAGGAAGTTCTi 



(cont'd II) ^ 



CCTTTAGAAAGGGCAGGAGGCCGGCTCTk.«~.<- + __ + x 8 00 



CGAGGTCCTCACCTGAAGTGAGCATGCCAGCC 



1741 



GGAAATCTTTCCCGTCCTCCGGCO 



GAGAGCTCCAGGAGTGGACTTCACTCGTACGGTCGG 



ACTGCAGGAACGCCCCGGGACAG<^^ 1860 
1801 TGACGTCCTTGCG^GGCCCTGTCCTTA^ 

CACCCT(^CTTCTCCCCCTCCCTACCCGCGCG^ 1920 

1861 GTGGGACTGAAGAdGGGGAGGG^ 

CTCCCCAACCCGGGCGTTCCCCAGCGAGGCTTCCTTCCCATC^ 1980 

1921 GAGGGGTTGGGCCCGC^ 

TTTCGTGAGCTCGTCTCTGATCTCGCGCAAGAGTGACACACAGGTGTTCAAA ^ 

- 1 A^bCAiTCGAG^GACTAGAGCGC^ 

TGGGGAGTGAGGGAAGCGGTTTACGAGTGACTTGGCTG ^ 

2041 ACCCCTCACTCCCTTCGCCAAATGCTC^^ 

CACC«a^CACCCTGAGGCCAC3CCCTGGCTGXCCAGGC ^ 
2101 GTGCCTTGTGTGGGACTCCGGTCGGGACCGACGGGTCC 

GGTTGGTGGACCCGCTCAGTACGGAGTTGGGGAAGCTCTTTCA ^ 

2161 cq[rccACCTG^5GCGACTCM 

ACAACCATGCTOTGCATCTGGACCCTCCT^ ^ 

2221 iGTTGGTACGACCCGTAGACCTGGGAG^ 

AGGCTTACCCCGTCTTAGTCCCGGGGATAGGCAAAGTGGGGCGGGCGCGGGACGCGTGCG 

x + + — ---::t:::::;::^;^^^rrrrTr-rr,rArr,c 



228 



GGATTGCGGCGGCAGCGGCGCACGCGGGCACCTGGGAG^ 24Q0 
2341 CCTAACTCCGCCGTCGCCGCGTGCGCC 

TTGGAGACTGGCTCCCGGGGGCTGTTA<3GAC^ ^ 

2401 AACCTCTGACCGAGTCCCCCCGACAATCCT 

TGGRGGACTTGCTTTTCTTGGGCCTTGATGCGAAGTGCTGATCCCGCT ^ 

2461 IcCTCCTGAACGAAAAGAACCCGGAACTA^ 

CAGCTCCGGCGCTCCTCGGAGACCACTGCGCTCCACGTTGAGGTGGGC 

2521 Stcgaggccgcgaggagcctctggtgacg^ 

CAGGAATTGAAGCGGAAGTCTGGGAAGCTTTAGGGTCGCTGGAGGGG 264Q 

2581 + ~ ; ttcagacccttcgaaatcccagcgacctccccctggggccaacct 



GTCCTTAACTTCGCC1 



< 4.pS3-BE > 

' (intron) 



GAGAGGAGCGGAACTCCTOGACAAGCCCTGACAAGCCAAGCCAAAGGTCCGCTCC ^ qq 

2641 —--——'---+— — " +— ^— — - 

CTCTCCTCGCCTTGAGGACCTGTTCGGGACTGTTCGGTTCGGTTTCCAGGCGAGGCCGCG 



(cont'd III) ^ 

GGGTGGGTGAGTGCGCGCCGCCCCGCGGGGGCGGGGAGAGAGCCTACAGCCTTCAGAACA 

2701 -~ + „_ + -.------ + ™-^- -r *• 

CCCACCCACTC»C<K:GC(KK:GaK3CGCCCCC(3CCCCTCTCTCGGATGTCGGAAGTCTTGT 

CATATTGCTCATTTTCTGGCAGTTCTCAGACGTAGGAAATAAGTCAGCACCGAAGCAGTG 

27 g1 + — + + + + + 2820 

GTATAACGAGTAAAAGACCGTCAAGAGTCTGCATCCTTTATTCAGTCGTGGCTTCGTCAC 

GTTAAGCCGGAGGGCTCGGAAGAACGGCACCTTTTCTTTCTCGAAAAAGTTATATGGGGG 
^w—— — — — — — — t ~ — ~ * 

CAATTCGGCCTCCCGAGCCTTCTTGCCGTGGAAAAGAAAGAGCTTTTTCAATATACCCCC 
CTGAATGAGCTTCTGGAGGCTTGTTTACCGTTTTTTATTGTCACACAGAAAAGGAAACTG _ 

288 ^CTTACTCGAAGACCTCCGAACAAATGGCAAAAAATAACAGTG 

CCTTGTCTCCCTTCCGGGAATTCTCTCTTTAAGACTGTAAGTCGCTGCCTGAGTGGTTTC ^ 
2941 G^^^GGGAAGGCCCTTAAGAGAGAAATTCTGAeATTCAGGC^GGACTCACCAAAG 



ATTTTGTTTTGTTTTTCTGCCCTTCTCTTTCTTCTTTTGCCCTTTCTTAGCTTGCACTCC 

> — +— —————+ — — — — + — .— — — + 3060 

3001 T AW^CAAAACAAAAAGACG GGAAGAGAAAGAAGAAAACG G GAAAGAAT CGAAC GT GAGG 

CATGGTGATTTCTGCTTGGTCTCCTGCTGGGGTTGGTGGTACTCGTTCCCACCGCACAGA ^^^^ 

3061 GTACCACTAAAGACGAACCAGAGGACGACCCCAACCACCATGAGC^ 

ACCCGGCGCCTATTATTGGeCAAGAAACTTGAGCAGCCTGTTTTGAAAAGTCCCTCGCTC 

3121 TGGGCCGCGGATAATAACCGGTTCTTTGAACTC^ 
AGAAAT GC CAGC T T GCAGAT GGC T AAT CAAAG 

3181 + + + :: 3212 

TCTTTACGGTCGAACGTCTACCGATTAGTTTC 



Fig 11 

variations in the p53 binding region of figure 
1. P 1140IMI 

pll40 

- ~ pi 140 TMI 

positions of the mutations (boldface and arrow): 2270 (C-*A) 
I 2. pll40 IMH 

i y 

^ pll40 GGACAAGCCCTGACAAGCCA 

f i pi 140 IMH GGAAAAGCCCTGAAAAGCCA 
f. * t t 

positi<||js of the mutations (boldface and arrow): 2270 (C-*A) 

2280 (C-*A) 

3. pii40iMm 

GGACAAGCCCTGACAAGCCA 

GGAAAATCCCTGAAAATCCA 
t T t t 

>ositions of the mutations (boldface and arrow): 2270 (C-»A) 

2273 (G-»T) 

2280 (C-»A) 

2283 (G-»T) 



GGACAAGCCCTGACAAGCCA 

- GGAAAAGGCCTGACAAGCCA 
t 



pll40 

pll40 IMIH 



4. pll40lMrV 
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pi 140 GGACAAGCCCTGACAAGCCA 

pll40 IMIV GCACAAGCCCTCACAAGCCA 

t t 

positions of the mutations (boldface and arrow): 2268 (G-VT) 

2278 (C-*A) 
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variations in the p53 binding regions of figure 9 



i. piuiEvnn 



pll41 GGACAAGCCCTGACAAGCCA 

pi 141 IMIII GGAAAATCCCTGAAAATCCA 

t T t t 



positions of the mutations (boldface and arrow): 2270 

2273 

„ 2280 
*0 2283 

y . . ; 

i M 

!°2. pll41 lp53 

'c pi 141 AGAGATGCCCAAACTGTTTT 

Jpll41 lp53 AGAGATTCCCAAAATGTTTT 
Q t t 

aositions of the mutations (boldface and arrow): 50 

57 



3.pU412pS3 

pll41 AAT GTTGCTT AAGCTTTTTT 

pi 141 2p53 " AATGTTTCTTAAGATTTTTT 

t t 



positions of the mutations (boldface and arrow): 443 

450 
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t 



4. pll41 3p53 



P1141 

pll41 3p53 



AAACTACCTAAGAGCTATCT 

ACAATACCT AAGAGCTAT CT 
t t 



positions of the mutations (boldface and arrow): 1268 (A-*C) 

1270 (C-»A) 

S. pll41 ABgl 

© 

=ri < I.p53-BE > 

™ pi 141 AATAACCTTTAGAGATGCCCAAACTGTTTTCCCCAGAACA 
% pll41ABgl AATAACCTTTA — GATCTCCCCAGAACA 

I-* 

_ 6.pll41 ASpe 

!f= < 2.p53-BE > 

|| pll41 CATCTTTGCCAAT6TTGCTTAAGCTTTTTTGGCTACATTT 

J°f pll41ABgl CATCTTTGCCA CTA6TGGCTACATTT 



7. p!141 AMph 



pll41 
pll41ABgl 



< 3.p53-BE > 

AATTCATGCTAAACTACCTAAGAGCTATCTACCGTTCCAA 
AATTCATGCTATGCA TACCGTTCCAA 
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variations in the p53 binding region of figure 10 




1. pll42TAG 

mutation of the positions: 2227 (A-VT) 

2228 (T->A) 



t 



2. pll42 



Willi 



pH42 
it! pll42 IMIII 



GGACAAGCCCTGACAAGCCA 

GGAAAATCCCTGAAAATCCA 
ft T t 



positions of the mutations (boldface and arrow): 2662 (C-+A) 

;L 2665 (G->T) 

i . 2672 (C-»A) 

S 2675 (G->T) 



3. . pll42 ABgl 



< I.p53-BE > 

pi 14 2 AATAACCTTTAGAGATGCCCAAACTGTTTTCCCCAGAACA 

pll42ABgl AATAACCTTTA GATCTCCCCAGAACA 



4. pll42 ASpe 



<- 2.pS3-BE > 

pll42 CATCTTTGCCAATGTTGCTTAAGCTTTTTTGGCTACATTT 
pl!42ABgl CATCTTTGCCA CTAGTGGCTACATTT 
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5. pll42 AMph 



< 3.p53-BE > 

pi 14 2 AATT CATGCTAAACTACCTAAGAGCTATCTACCGTT CCAA 

pll42ABgl AATTCATGCTATGCA TACCGTTCCAA. 




t 
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(a) 
(b) 

(c) 
(d) 



promoter 



I.p53-BE 2.p53-BE 3.p53-BE 



exon i intron 1 



ATG 



if.p53-BE 



Fig. 14 



